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In the claims,' 



Claims 1-27 Canceled. 



28. (currently amended) A method of screening a candidate for th« p r^won«x,^ or 
therapeutic agent for breast cancer in which 6xpm««i^p ht. tone methy ltmn^tor..; io 
Increased , which comprises 

(a) contacting 

a protein containing the amino acid sequence of SEQ ID NO; 1 or a salt thereof, 
S-adenosyl-L-methlonine wherein the methyl group Is radio-labeled, and 
histone protein or a polypeptide having the N-terminal sequence of histone H3, 

(b) contacting 

a protein containing the amino add sequence of SEQ ID NO: 1 or a salt thereof, 
S-adenosyl-L-methlonine wherein the methyl group is radio-labeled, and 
histone protein or a polypeptide having the N-termina/ sequence of histone H3, 

and 

a test compound 
wherein step (a) and st ep (b) are conducted separately , 

(c) measuring the radioactivities of histone H3 or polypeptide having the N-terminal 
sequence of histone H3 by transfer of the methyl group in steps (a) and (b) and 

(d) comparing the level of radioactivities measured in step (c), 

29. (currently amended) A method of screening an apoptosis induce rfbr a cancfirr^ii 
line, which comprises 

(a) contacting 

a protein containing the amino acid sequence of SEQ ID NO; 1 or a salt thereof, 
S-adenosyl-L^methionine wherein the methyl group Is radio-labeled, and 
histone protein or a polypeptide having the N-terminal sequence of histone H3, 

(b) contacting 

a protein containing the amino acid sequence of SEQ ID NO; 1 or a salt thereof. 
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S-adenosyl-L-methionine wherein the methyl group is radio-labeled, and 
histone protein or a polypeptide having the N-termlnal sequence of histone H3. 

and 

a test compound 
wherein step (s) and stap ( b^ are conducted separatfllv. 
• • . (P) measuring the radioactivities of histone H3 or polypeptide having the N-terminal 
sequence of histone H3 by transfer of the methyl group In steps (a) and (b) and 
(d) comparing the level of radioactivities measured In step (c). 

30. (currently amended) A method of screening a fiandidMefoOhe preventive or 
therapeutic agent for breast cancer In which exores«lnn nf hi stone methy ltmn^f^pc^ i. 
jncreased . which comprises 

(a) contacting 

a protein containing the amino acid sequence of SEQ ID NO: 1 or a salt thereof, 
S-adenosyl-L-methionine, and 

histone protein or a polypeptide having the N^terminal sequence of histone H3. 

(b) contacting 

a protein containing the amino acid sequence of SEQ ID NO: 1 or a salt thereof. 
S-adenosyl-L-methionine, and 

histone protein or a polypeptide having the N-terminal sequence of histone H3, 

and 

a test compound 
wherelTLStep (a) and step (h) arR conducted sftnamtftly , 

(c) measuring the methylated lysine residues in steps (a) and (b) and 

(d) comparing the level of methylated lysine residues measured in step (c). 

31 . (currently amended) A method of screening a candidateforth^preventive or 
therapeutic agent for cancer in which exoresslnn of histone mftthvltfan55ferac;p te 
in crease d, which comprises 
(a) contacting 
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a protein containing tlie annino acid sequence of SEQ ID NO; 1 or a salt thereof, 
S-adenosyI-L'methlor)ine, and 

histone protein or a polypeptide having the N-terminal sequence of histone H3, 

(b) contacting 

a protein containing the amino acid sequence of SEQ ID NO: 1 of a salt thereof. 
S-adenosylrU-methionine. and " • • : 

histone protein or a polypeptide having the N-terminal sequence of histone H3. 

and 

a test compound 
WhMeip.step (a) and st ep (h) are nnnducted sft pg ^r flfaiy, 

(c) measuring the molecuia r weioht of t he purified reaction products, by mass 
spectrometry, obtained in steps (a) and (b) and 

(d) comparing the results measured In step (c ) using, as an indicator r-hangi.^ in 
molecular weight ar mmoanied by methy latinn 

32. (previously presented) The method of Claim 31 . wherein the cancer Is colorectal 
cancer, breast cancer. lung cancer, prostate cancer, esophageal cancer, gastric cancer, 
liver cancer, biliary tract cancer, spleen cancer, renal cancer, bladder cancer, uterus 
cancer, ovarian cancer, testicular cancer, thyroid cancer, pancreatic cancer, brain tumor 
or blood tumor. 

33. (currently amended) A method of screening an apoptosis Inducer, which 
comprises 

(a) contacting 

a protein containing the amino acid sequence of SEQ ID NO: 1 or a salt thereof. 
S-adenosyl-L-methionine; 

histone protein or a polypeptide having the N-terminal sequence of histone H3. 

(b) contacting 

a protein containing the amino acid sequence of SEQ ID NO: 1 or a salt thereof, 
S-adenosyl-L-methionine; 



PAGE 7/14 * RCVD AT 4/24)2007 4:16:01 PM [Eastern Daylight Time] * SVR:USPTO€FXRF-2i12 ' DNIS:2738300 * CSID:61743941 70 ' DURATION (inm-ss):03-S8 



APR-24-2007 TUE 05:13 PM E A P 8. D ' FAX -NO. 6174394170 P. 



Yuichi Hiklchi, et a|, 
USSN: 10/500,216 
Pages 5 of 1 1 



histone protein or a polypeptide having the N-terminal sequence of histone H3. 

and • 

a test compound 
wherein step (a) and st ep (b) are conducted se p^mtely, 

(c) measuring the methylated lysine residues In steps (a) and (b) and 

(d) comparing the level of methylated lysine residues measured in step (c). 

34. (currently amended) A method of screening an apoptosis inducer, which 
comprises 

(a) contacting 

a protein containing the amino add sequence of SEQ ID NO: 1 or a salt thereof. 
S-adenosyl-L-methionine, and 

histone protein or a polypeptide having the N-terminal sequence of histone H3, 

(b) contacting 

a protein containing the amino acid sequence of SEQ ID NO: 1 or a salt thereof. 
S-adenosyl-L-methionine, and 

histone protein or a polypeptide having the N^terminal sequence of histone H3, 

and 

a test compound 
wherein step (a) and stftp (b) are conducted senarf l^^'V. 

(c) measuring the molecular welqht_of the purified reaction products, by mass 
spectrometry, obtained in steps (a) and (b), and 

(d) comparing the results measured in step (c ) using, as an indicator, nh^nr^ .. m 
rnpiecular weight accom panied bv methvlatiop 
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